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Aev UTTAPXEL CUYKPOUGON CUMDEPOVIWV yLaL TNV OULALQL.



Wwplaokn apBpitoa

e Xpovio, duvntikad coPBapo voonua pe HEYyAAn GaLVOTUTILKA ETEPOYEVELQ

¢ ~30% twv acBevwv pe Pwplaon Ba avantvéouv Pwplaoikn apbpitida, xpovog petaBaonc ~10£tn
 WA: 0,3-1% tou maykoopLlou mAnbuaopou

e AVTIUETWTILON: ouvepyaoia TTOAWY EOLKOTATWVY

* JKOTOC: BeAtiwon nowotntac {wng ko amoduyn Souknc BAAPNC

e AvTIUETWTILON UTO TO Tiplopa tng T2T otpatnyLkng




Kown amodaon

E€atopikeupévn
Bepameia

Toktkn
napakoAolBnon

‘Eykaipn
avayvwpLon Ko
Sdlayvwon

‘Eykaipn

xopnynon
DMARDs

JTOX0G: Udeon N
low disease
activity




[Tapayovtec kKwvOuvou yia avartuen WA

AvaAUOELG: armmo Ta apXLKA SEPUATLKA CUUTTTWHOTO WE TA MPWTO CUMITTWHATA TNG apbpitdac odnynoav
oTNV QavayvwpeLlon KATIOlWV Tapayoviwy Kwwduvou Omwe n moaxvoapkia, n YPwplaoiky ovuxia, Tto

olKoyeveLlako Lotoptko WA kat n coBapn ektetapevn Pwpiaon.

Scher et al. PAMPA EULAR
(2019) |21] terminology consensus
(2021) [22] (2023) |23]

Genetic factors Yes Yes No
Family history Yes Yes Yes
Obesity Yes Yes Yes
Mechanical stress Yes No Considered
Infections Yes No Considered
Nail involvement Yes Yes Yes
Psoriasis severity Yes Yes Yes

Scalp Lesions

3.9x

higher risk of PsA
compared to
those without

Intergluteal/
Perianal Lesions

2.3X

higher risk of PsA
compared to
those without

Nail Dystrophy

2.9X

higher risk of PsA
compared to
those without

>3 Affected Sites

2.2X

higher risk of PsA
(compared to 1
affected site)

Wilson FC et al. Arthritis Rheum. 2009;61(2):233-239



Avayvwplon acBevwv pe W mou pmopet va avantvéouvv WA Ba punopolos va
OLleUKOAUVEL TIC OTOXEVHEVEC Bepareleg va avaxaltrioouv Tty apBpitida

Interception

Fa W

Sub-clinical PsA: Clinical PsA:
At higher risk: people with PsO with arthralgia people with
EULAR consensus people with PsO at higher risk of and/or imaging evidence of PsO and
(2023) PsA synovial entheseal inflammation clinical
without clinical symptoms symptoms
/ / \ / Individuals \ / \
with psoriasis
PAMPA and S S s
Individuals with psoriasis and
terminology (2021) Individuals with psoriasis at asymptomatic
increased risk of PsA synovio- musc:ull os:c::et : yn::latoms ?Ot
arihiesasl explained by ather diagnosis
imaging
abnormalities
N \ AL A J
pe 4 N\ |/ subclinical \ /~ NV Y
Esorjasis Preclinical PsA;
individuals ~— Paki - silent Prodromal
Scher proposal : wilt aberrant '"ﬂammat.my PsA: M
environmental . phase with — Classifiable
(2019) immune arthralgia and
exposures sotivation soluble fatltine PsA
and genetic hood biomarkers 9
factors P \ and imaging }
.3 \ J \_ _changes ) \_ 79 J
— =—




Emerging basis for PsA prevention based on therapy of psoriasis

SHARED GENETICS
IL-23/17 axis and other pathways
e [ Shared innate immunity
,/ \.z/\ Dendritic Cell Monocyte Neutrophil
Shared intermediate lymphocyte populations
, t
IR =
I =
Emerging basis
for PsA [ Shared adaptive lymphocyte populations

prevention @ .

SHARED TREATMENT TARGETS
TNF, IL-17, IL-23, PDE4, TYK2/JAK

Figure 2. Emerging basis for PsA prevention based on therapy of psoriasis. ILC: innate lymphoid cells; JAK: Janus kinase; MAIT: mucosal-associated
invariant T cell; PDE4: phosphodiesterase-4; PsA: psoriatic arthritis; TRM: tissue-resident memory T cell; TYK2: tyrosine kinase 2



Interception

Inhibition  Drug Approved in PsO  Approved in PsA
TNF Infliximab Yes Yes
Adalimumab Yes Yes
Golimumab No Yes
Certolizumab Yes Yes
Etanercept Yes Yes
IL-17A Secukinumab Yes Yes
Ixekizumab Yes Yes
Brodalumab Yes No
IL-17A/F Bimekizumab Yes Yes
CTLA-4 Abatacept No Yes
1L-12/23 Ustekinumab Yes Yes
IL-23 Guselkumab Yes Yes
Risankizumab Yes Yes
Tildrakizumab  Yes No
PDE4 Apremilast Yes Yes
JAK Tofacitinib No Yes
Upadacitinib No Yes

* NpoAnyn tng WA oe aobeveic pe pwplaon, pe
EVKEKPLUEVEC Bepareiec (otadlo tng petapfoaong
armo tnv Pwplaon os WA)



Study

Gisondi et al.
(2022) [46]
Acosta-Felquer et al.
(2022) [47]

Rosenthal et al.
(2022) [48]

Singla et al.
(2023) [49]

Lebwohl et al.
(2023) [50]

Meer et al.
(2022) [51]

Drug used
and comparator

bDMARDs vs
phototherapy

bDMARDs s
csDMARDs
vs topics

bDMARDSs vs
no bDMARDs
TNFi vs IL-12/23i vs
IL-231vs IL-171

IL-23iws IL-171 vs
IL-12/23i vs TNFi

Biologic therapy vs
oral systemic
therapy or
phototherapy

n patients in
treatment and
comparator arms

234 vs 230

103 vs 229 ws 1719

663 vs 663

10037 vs 2914 vs
1149 vs 1401

2330 s 819 s 1100
vs 2895

14569 vs 20321

Incidence of PsA per
100 patient-years in
the treatment group

1.20 (95% CI:
0.77, 1.89)
0.43 (95% CI:
0.11, 1.70)

TNFi: 3.83

7.73

Incidence of PsA per
100 patient-years in
the comparator group

2.17 (95% CI:
1.53, 3.06)

csDMARDs: 1.20
(95% CI:
0.56,2.80)

Topics: 1.67 (95%
CI: 1.50, 1.90)

IL-12/23i: 2.21

IL-23i: 2.16

IL-17i: 3.20

Oral systemic: 6.20
Phototherapy: 2.61

Risk of PsA in
treatment
vs comparator

HR 0.53 (95% CI:
0.30, 0.94)

bDMARD:s vs
csDMARDs: IRR
0.35(95% CI:
0.04, 1.96)

bDMARD:s vs topics:
IRR 0.26 (95% CI:
0.03, 0.94)

HR 0.72 (95% CI:
0.53-0.97)

IL-12/23i vs TNFi:
HR 0.58 (95% CI:
0.43, 0.76)

IL-23i vs TNFi: HR
0.41 (95% CI:
0.17,0.95)

IL-17i vs TNFi: HR
0.86 (95% CI:
0.54, 1.38)

IL-23i ws IL-17: HR
0.51 (95% CI:
0.29, 0.87)

IL-23i ws IL-12/23:
HR 0.55 (95% CI:
0.32,0.92)

IL-23i vs TNFi: HR
0.44 (95% CI:
0.29, 0.67)

Biologic therapy vs
oral systemic ther-
apy or photother-
apy: HR 4.48 (95%
Cl: 4.23,4.75)

A HR below 1 indicates a “protective’ effect of the drug on the incidence of PsA. BDMARD: biologic DMARD; csDMARD: conventional synthetic DMARD;
HR: hazard ratio; IL-17i: IL-17 inhibitor; IL-23i: IL-23 inhibitor; IRR: incidence risk ratio; PsA: psoriatic arthritis; TNFi: TNF inhibitor.



Evepyotnta vooou

N

EULAR DEBATE Laura C. Coates

Not everything that counts can ||
be counted, and not everything |

| that can be counted counts.

Philipp Bosch



Evepyotnta vooou

DAPSA PASDAS

PASI MDA

Enthesitis count CPDAI

Dactylitis count 3/4 VAS

EvepyotnTa BASDAI/ASDAS
VOGOU Nail scores
{- k @ @
Mild Moderate Severe
BSA 1-3% BSA 3-10% BSA >10%

PASI <10 PASI 10 - 15 PASI >15



ALeBVELC CUOTAOELC

AC R/N P F gU |d€||ne5 e |n patients with active PsA, using a treat-to-target strategy is
20 18 recommended...The target would likely be MDA or DAPSA.

FEULAR guide lines e Treatment should be aimed at reaching the target of remission or,
alternatively, low disease activity, by regular disease activity
2023 assessment and appropriate adjustment of therapy.

GRAPPA guidelines e To achieve the lowest possible level of disease activity in all domains
of disease. As definitions of remission and low or minimal disease

202 1 activity become accepted, these will be included in the goal.




TICOPA: Tight control/T2T in PSA  ctesummms s

) O S N N (W S (N i N
8 12 16 20 24 28 32 36 40 44 48 52

Assessments Q12

weeks in both

MDA |MDA MDA | MDA MDA| MDA -
- - groups: add|t|ona|

review Q4 weeks in

DMARD naive early
PsA (n=206)

tight control only

Standard Care

BLINDED ASSESSMENT of Clinical and PROs

T2T: Treatment escalation if MDA not reached

To anti-TNF if >3 T1/S1 or

TC: Start on MTX MTX to 25mg at week 6 if To combination DMARDs if alternative DMARD+MTX if
(n=101) tolerated MDA not reached no MDA but with <3 active
joints

Treatment at

Standard care (n=105) rheumatologist’s
discretion

v




TICOPA: Tight control/T2T in PSA ..o

RN

Outcome at 48 weeks /’l/ight control n [‘}’b\ Standard care n (%) | Difference in proportions (%) & 95% CIs (TC-StdC) | p-value
ACR20 55/89 (61:8) \ 37/84 (44-0) 17-8 (3-1, 32-4) 0-0194
ACR50 { 44 /86 (51-2) \ 21/84 (25-0) 26-2 (12-1, 40-2) 0-0004
ACR70 \ 33/87 (37-9) / 15/86 (17-4) 20-5 (75, 33:5) 0-0026
PASI75 44 /75 (58:7) 27/81(33-3) 25-3(10-2, 40-5) 0-0015

NS



ACR/NPF guidelines 2018

Start TNFi biologic over OSM,

IL17i biologic or IL12/23i biologic
Treatment-naive Active PsA — 15 ) ) .
/ ay consider alternative choices

in some situations#

PsA still active?

Switch to TNFi biologic'

]
PsA still active?

v

Switch to IL17i biologic’

T
PsA still active?

Switch to IL12/23i



GRAPPA guidelines 2021

Consider which domains are involved, patient preference, previous/concomitant
( therapies; choice of therapy should address as many domains as possible

Peripheral Axial
arthritis disease

Nail
Enthesitis Dactylitis Psoriasis Treern IBD Uveitis

NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals*
csDMARD, bDMARDs MTX, bDMARDs MTX, bDMARDs Phototx or bDMARDs TNFi (not TNFi (not
bDMARDs (TNFi, (TNFi, (TNFi, IL-12/23i,  (TNFi, IL-12/23i, csDMARDs, (TNFi, IL-12/23i, ETN), ETN),
IL-12/23i, IL-17i, IL-17i) or IL-17i, IL-23i, IL-17i, IL-23i, bDMARDs (TNFi,  IL-17i, IL-23i) IL-12/23i, ciclosporin,
IL-23i, CTLA4-lg),  JAKi CTLAA4-Ig), JAKi, CTLA4-Ig), JAKi, IL-12/23i,IL-17i,  or PDE4i IL-23i, JAKi, MTX
JAKi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX
PDE4i

Switch bDMARD Switch Switch bDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD
(TNFi, IL-12/23i, bDMARD (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i,
IL-17i, IL-23i, (TNFi, IL-17i, IL-23i, IL-17i, IL-23i, IL-17i, IL-23i), IL-17i, IL-23i) or
CTLA4-1g), JAKi, IL-17i) CTLAA4-Ig), JAKi, CTLA4-Ig), JAKi, JAKi or PDE4i PDE4i
or PDE4i or JAKi or PDE4i or PDE4i

> >y

Comorbidities and associated conditions may
impact choice of therapy and/or guide monitoring

Treat, periodically re-evaluate treatment
goals and modify therapy as required
A J




EULAR guidelines 2023

"
Phase |
[ Clinical diagnosis of active PsA J
I
L & L P
Polyarthritis (=4 swallen joints) [ Manadaligearthritis I [ Enthesitis* ] [ Predominantly axial disease ] [ P"’dr;';'li’d‘fs'::s':" = ]
with or without dactylitis l
poor prognostic faclors prasent
ms
P
[ NSAIDE 2 kcal gucocorticoid injesions’ | = = = = = = = = = = e — [ WEAIDS = local glucocortcoid injections? ]

>~
Phase Il

!

Achieve
target® within

4 weeks

Yes —,

Continue and adapl

No

‘> Start methotrexate'
or ancther csDMARD

Improved®
at 3 months
and target' achieved
at & manths

No

!

Achiave
target® within
4 weaks

Yesl

Continue"

- Mo Enthesiti '\/
eSS
Phase Il J¢
Pradominantly axial disease I
Yes —, NG
Conlinue and adapt ; Slgrl bDMARD: Start bDMARD:
TNFi or IL-17i or IL-12/23i or IL-23p19i IL-17i or TNFi
v, considering relevant considering relevant
\ non-musculeskeletal manifestations® non-musculoskeletal manifestations®
Consider use of a JAK-inhibitor only after Consider use of a JAK-inhibitor only after
risk assessment” Improved® risk assessment”
| R at 3 months
and target® achieved Yes 1
at 6 months
| Continue® I
. No \
Phase IV Arthritis andfor enthesitis 1 Pradominantly axial di:
) [ l
=S Switch to another bDMARD® Switch to another bDMARD

(within or between classes) or JAK-inhibitor”

I

Improved®
at 3 months
and target” achieved
at 6 months

Yes l

No

—| (within or between classes of TNFi or IL-17i%)
or JAK-inhibitor”

N

improved®
at 3 months
and target® achieved
al 6 months

Yes 1




2 UOTQOELC

OpoLOTNTEC:
* Treat to target TaKTIkn
e Juppetoxn acBevwy, shared decision making

Awadopec:

* ACR/NPF: oevapla dapuakou A vs B

* ACR/NPF: TNFi 1S ypapuunc oe DMARD naive

* GRAPPA: domains, kakoU¢ tPOyVwoTIKOUG SELKTEC KAl CUVVOONPOTNTEG

e EULAR: kAwvikn elkova (povo-, moAuvapBpitida, evBeoitida, agovikn mpooPfoAr), S€pua Kat vUxLa), KAKOUG

TIPOYVWOTIKOUG OElKTEC

* EULAR kol GRAPPA: step up taKTLKn

Xpetaletal moAucg xpovoc yia va cuvteBel n BBAloypadia kat va emteuxBOel ouvaiveon
Aev unapyxouv Head-to-head peA€teg



Xpnon the MTX otnv WA

EULAR kat Gn’/l;PA 2015:
> 'EANAew) Rk:T yla tmy
arnote opatu«atnta otnv nepLdePIKn

\

acdaréc ,’
TICOPA: Oetikd anore\?\sauata o€




Evkekplpevec Beparmeiec yia WA amo EMA

Golimumab
Ixekizumab
Etanercept Ustekinumab Apremilast Abatacept Guselkumab Risakizumab
2002 2009 2014 2017 2020 2022

Infliximab Certolizumab Secukinumab Tofacitinib Upadacitinib Bimekizumab

Adalimumab pegol 2016 2018 2021

2005 2013

2023



Patients (%)

Patients (%)

Anote eopatikotnta tTwv b-DMARDs ce 6€pua kat apBpwoelc oe b-DMARDs
naive aocBevelc

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

TNFi

ADEPT: Adalimumab week 12 (40mg Q2W)

p<0,001 p<0,001

36
30

a
]

ACRS0 PASIS0

B Adalimumab ®Placebo

IL-23 i
DISCOVER-2: Guselkumab week 24 {100mg Q8W)
p<0,001
69
p<0,001
31
14 10
ACRS50 PASI90

W Guselkumab  m placebo

Patients (%)

Patients {%)

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

IL-12/23i

PSUMMIT-1: Ustekinumab week 24 (45mg Q12W)

p<0,001 p<0,001
9 30
9
I —
ACR50 PASISO

m Ustekinumab m Placebo

IL-17Ai

FUTURE-1: Secukinumab week 24 (150mg Q4W)

p<0,001 p<0,001
45
35
7 4
[ —
ACRS0 PASI9O

B Secukinumab W Placebo

ATIOTEAEOMATO LEUOVOUEVWV
HEAETWV TTOU dev pmopouv va
ouyKpLBoULV peTaél Touc.

Mease, Philip J., et al. Annals of the Rheumatic Diseases, vol. 64, no. 5, 2005, pp.

777-784.
Mclnnes, lain B., et al. The Lancet, vol. 382, no. 9894, 2013, pp. 780-789.

Mease, Philip J., et al. The Lancet, vol. 395, no. 10230, 2020, pp. 1126-1136.
Mease, Philip J., et al. The New England Journal of Medicine, vol. 373, no. 14,
2015, pp. 1329-1339.



Bimekizumab

BE OPTIMAL: PsA patients naive to biological DMARDs

ACRS0 (NRI; primary endpoint)

' p=0-0001

: 45 ,"“4_,

ACR20 response
ACR70 response
PASI7S responset
PASI100 responset

PASIQO responsei

MDA response

Complete resolution of enthesitis
(pooled)§

Complete resolution of dactylitis
(pooled)s

vdHmTSS change from baseline
(owverall); number of patients, n

67 (24%)

12 (4%)

18 (13%) of 140
3 (2%) of 140

4(3%) 0f 140

37 (13%)

37 (35%) of 106

24 (51%) of 47

0-31(0-09); 269

268 (62%)
105 (24%)
168 (77%) of 217
103 (47%) of 217

133 (61%) of 217

194 (45%)

124 (50%) of 249
68 (76%) of 90

0-01(0-04); 420

- Placebo (n=140)
- @ - Placebo, with switch to bimekizumab, 160 mg every 4 weeks (n=140)
—@- Bimekizumab 160 mg every 4 weeks (n=217)
~- Reference group (adalimumab 40 mg every 2 weeks; n=68)

OR 63-0 (22-2t0 178-Q);
n=01-0001

OR 5-4 (37 to 8:1); p<0-0001

OR 1.9 (1-2 to 3-1); p=0-0083
OR 3-4 (1-6 to 7-6); p=0-0022

Least squares mean
difference -0-28
{(-0-45to-0-11); p=0-0012

BE COMPLETE: PsA patients with inadequate response

or intolerance to 1-2 TNF inhibitors.

ACRS50 (NRI; primary endpoint)

1 p<0-0001
Ly at week 16
N I 43-4%
4 A=36-6%
P |
— 68‘;‘:
i — 1
0 4 8 12 16
Time since first dose (weeks)
ACR20% 21 (16%)
ACR70t 1(1%)
PASI7S* 9 (10%) of 88
PASI100* 4 (5%) of 88
PASIQ0 response® 6 (7%) of 88
OR vs placebo (95% Cl); p value
MDA response 8(6%)

OR vs placebo (95% CI); p value

179 (67%)
71(27%)

145 (82%) of 176

103 (59%) of 176

121 (69%) 0f 176

302 (12-4 to 73-9); p<0-0001
118 (44%)

131 (6-1t0 28-0); p=0-0001

Mclnnes, lain B et al. Lancet (London, England) vol. 401,10370 (2023): 25-37.
Merola, Joseph F et al. Lancet (London, England) vol. 401,10370 (2023): 38-48.



EXCEED: secukinumab vs adalimumab

100
90
80
70 o7 62
60
50
40
30
20
10

p=0,07 p=0,0007 p=0,008

Patients (%)

46
30 31
I I :

ACR20 PASI100 ACR50+PASI100

m Secukinumab  m Adalimumab

AutAd TudAn Tuxatomolnpuevn, aonc 3b
HEAETN, Slapkelag 52 eBdopadwy, xwplic

ouyxopriynon DMARDSs. Primary end
point: ACR20 52 eBbopada

Mclnnes, lain B., et al. The Lancet, vol. 396, no. 10246, 2020, pp. 1137-1146.

ead-to-head peEAETEC: vEQ OTTTLKN

SPIRIT-H2H: ixekizumab vs adalimumab

p=0,9 p<0,001 p<0,001

64
a1 39
I I ]

ACR50 PASI100 ACR50+PASI100

Patients (%)
%)
=

m Ixekizumab m Adalimumab

Avolyth, Tuxatomnotlnpévn, e¢aong 3b/4
HeAETN, Slapkelac 52 eBdopadwy, pe

ouyxopnynon MTX. Primary end point:
ACR50 kat PASI100 24 gBdopada

Reich, Kristian, et al. Dermatology Practical & Conceptual, vol. 12, no. 2, 2022, €2022104.



BE BOLD (NCT06624228) is a
multicenter, phase 3b, randomized,
double-blinded, active-controlled,

parallel-group study.

BE BOLD Study Design?

Screening Double-Blind Treatment Period SFU Period

n=~275 BKZ 160 mg Q4W (No/minimal to mild psoriasis)
11 BKZ 320 mg Q4W/Q8W? (Moderate/severe psoriasis)
RZB 150 mg Q12Wre (All psoriasis severities)
n=r275
@ L 2 o [ 2
——

Week Upto35 Baseline 16 24

days Primary Endpoint:

ACR50 response

Tuyatonownpuévn Apeon Z0ykpion (BE BOLD)

‘Eppeon Zuykplon (MAIC)

Awktuokn Meta-avaiuon Alddpopa Oappaka

Secukinumab

5 Secondary and exploratory endpoints=:

o

Minimal Disease Activity (MDA) response at Week 16

MDA

Defined as achievement of >5 of the following 7 criteria:
Tender joint count <1

Swollen joint count <1

PASI <1 or BSA <3

Pain VAS <15

= PGA-PsA VAS <20

« HAQ-DI <0.5

= Tender entheseal points (LEI) <1

Composite endpoint of ACR50+PASI100 response at Week 16°

ACRS50 response at Week 4

Clinical efficacy outcomes across the domains
of PsA

Patient-reported outcomes
Health-related quality of life measures

Work productivity measures

Safety outcomes:

Incidence of TEAEs
Incidence of serious AEs

Incidence of TEAEs leading to withdrawal from
study drug

Bimekizumab: kaAUtepa anoteAéopata oe ACR70 (bDMARD-naive)
kat ACR/MDA (TNFi-experienced)

Bimekizumab: kaAUtepa anoteAéopata oe apBpwoelg, os dEpua

Kol oUVOALKN) emiteuén MDA



MeAETec mou eotlalouV o€ ELOLKEC EVTOTILOELC
tnc WA

MAXIMISE Study B Entire treatment period up to Week 52

Berlin MRI Score (spine) Berlin MRI Score(SlJ) 70 -
T 04 0,32
: §2 60 57.8
£ 02 5,09 28 .
: — 3
£ o £5 40
£ i'g
® 02 F2 30
8 2 § 20 -
£ 04 83
& -0,4 5<
g -0,6 RS
@ . BSL 4 8 12 16 20 24 36 52
% 038 0:69 Weeks

W Secukinumab 300mg M Placebo == Secukinumab (n=102) === Placebo-Secukinumab (n=102)

ACHILLES Study: emiBeBaiwoe tnv
amoteAeopatikotnta tou IL-17A i otnv
evBeoitida tou axiAAelou tévovta otnv PsA

MAXIMISE Study: emiBePaiwoe tnv

amoteAeopatikotnTa Tou IL-17A i otnv ax PsA

Baraliakos, Xenofon, et al. Annals of the Rheumatic Diseases, vol. 80, no. 5, 2021, pp. 582-590. Behrens, Frank, et al. Rheumatology (Oxford), vol. 61, no. 7, 2022, pp. 2856—2866.



reat patients with comorbidities in mind

Psoriatic Arthritis Comorbidities

/» «————— \ision problems
Depression

Skin cancer

Cardiovascular disease

B2
Obesity
Non-alcoholic Inflammatory Bowel Disease
fatty liver disease {-’f"’
\L Arthritis mutilans
Osteoporosis

Diabetes

aa -



Upadacitinib

A Upadacitinib,

30 mg (N=423)

Upadacitinib,
15 mg (N=429)

-#- Adalimumab
(N=429)

Placebo
(N=423)

A ACR20 Response

100+
78.5 78.5
80 "'1_ N S
2 /% - % 73.4
s I 31 67.1
= 60— L|65.0 -
&
5 ¥ . T T
E 40_ L T 1 1 J_ 45.2
U 4 11362
4 ] L ’
/3 S
20- ¢
-
a d Primary end point
0- .. I | I T I I 1
0 2 4 & 12 16 20 24
Weeks

To mooooto Twv acBevwy pe WA mou métuyav avranokpion ACR20 otn

12n eBdopada Ntav onuavtika uPpnAotepo pe 15 mgn 30 mg

upadacitinib oe oUykplon pe to kovikd dappako. H §6on twv 30 mg,
aAAd OxL Twv 15 mg, ATav avwtepn ano tnv adalimumab. To kpitriplo

NG KN KaTwTtePOTNTAC (noninferiority) tkavomow)Bnke kat yia tig Suo

600¢Lg Tou upadacitinib og oUykplon pe tnv adalimumab.

Outcome

ACR20
ACR50
ACR70
PASI75 (skin)
PASI90 (skin)

HAQ-DI
improvement

Enthesitis
resolution
Dactylitis

resolution

MDA (Minimal

Disease
Activity)
Radiographic
progression
(mTSS)

Safety

Placebo

~36%
~18%
~6%
~21%
~9%

Minimal

~24%

~33%

~6%

Progression

Best

Adalimumab
(40 mg q2w)

~65%
~41%
~23%
~58%
~42%

Significant

~39%

~54%

~28%

Inhibition

Good

Upadacitinib
15 mg

~71%
~45%
~25%
~62%
~47%

Significant

~46%

~65%

~33%

Inhibition

Acceptable
(balanced
efficacy/safety)

SELECT-PsA 1 — Head-to-Head and Placebo-Controlled

Upadacitinib
30 mg

~79%
~52%
~36%
~68%
~55%

Significant

~55%

~70%

~39%

Inhibition

Higher risk
(zoster, lab
abnormalities)



Tofacitinib

Trial

OPAL Broaden

OPAL Beyond

Population

bDMARD-naive PsA patients with
inadequate response to csDMARDs
(= 422 patients)

Patients with prior inadequate
response to 21 TNF inhibitor (= 395
patients)

Comparators

Tofacitinib 5 mg BID,
Tofacitinib 10 mg BID,
Adalimumab 40 mg q2w,
Placebo

Tofacitinib 5 mg BID,
Tofacitinib 10 mg BID, Placebo

Endpoints

ACR20 at week 3
HAQ-DI (functional
improvement), PASI responses
in patients with >3% BSA PsO,
enthesitis and dactylitis scores

ACR20 at week 3
HAQ-DI, PASI responses,
enthesitis and dactylitis scores

Main Results Year (Publication)

ACR20 at week 3: 50% (5 mg), 61% (10
mg), vs 33% placebo. Adalimumab: 52%
- showed noninferiority. Significant 2017 (NEJM)
improvements in HAQ-DI, skin,
enthesitis, dactylitis.

ACR20 at week 3: 50% (5 mg), 47% (10
mg), vs 24% placebo. Significant 2017 (Ann Rheum Dis
improvements in physical function and / NEIM)
skin manifestations.

Mease, P., et al. (2017). New England Journal of Medicine, 377(16), 1537-1550.
Strand, V., et al. (2019). RMD Open, 5(1), e000808.



EULAR

* Avaotoleic JAK: Bepameia 2n¢ ypappng o WA.

* Meta amno amnotuyia 21 BloAdoyikou DMARD 1 av ot BloAoyikol dev
evOelkvuvTal.

e Xpnon e mpoooxn: nAkia, kanviopa, KA/Bpoupwtikoc kivbuvoc,
KakonOeLec.

 EMA/FDA: nteploplopévn €vOeLEn, LOVO OTav SEV UTIAPXOUV
eVOAANOKTIKEC, WOLaitepa o€ uPpnAou kKwvduvou aoBeveic.



Ermtidoyn Beparmetlac avaloya pe e€w-apbpLKeC
EKONAWOELG

e Y& ONUOVTIKA OEPUATLK TtPOCBOAN TPOTEPALOTNTA OF:
o AvoaotoAeic IL-17A
o AvaotoAeic IL-17A/F
o AvaotoAeic IL-23
o AvaotoAeicIL-12/23

e e payoelditida: MPOTLHWVTOL LOVOKAWVLIKA avTtiowpata anti-TNF.

e Y& dAeypovwodn vooo evtepou (IBD) evdeikvuvradl:
o MovokAwvika avtiowpata anti-TNF
o AvaotoAeic IL-23
o AvaotoAeicIL-12/23
o AvaotoAeic JAK



Patients (%)

Switching and Swaping

DANBIO Registry
10-year Observational Cohort

ACR20 response by anti-TNF switch

50 47
45
40
35
30
25
20
15
10

3 -6 months
22
I 18
2nd 3rd

TNFi

1st

39% twv acbevwv aAate os 2° TNFi.

XoUNAOTEPO TTOCOOTA QVTOTIOKPLONG KOl ULKPOTEPN
Sldpkela mapapovig ylo tov 2° kat 3° TNFi oe
OX€OoN LE TOV MPWTO.

47% twv aocBevwv ou aAagav GApHOKO TIETUXOV
ACR20 avtamokplon HETA ToV 2° Xpovo.

TNFi 6ev elval amapaitnta n KAAUTEPN TPWTN

erihoyn BloAoyikou rapayovta otnv WA.

MDA: 20% twv acBevwv, akopa Kol ov aAAdEouv o 2° n
3° b/tsDMARD, avefaptnto amno Tov HnXaviopuo dpaocnc.

Fagni F. et al. Arthritis Rheumatol.2024;76(5):670-4, Gollins CE et al. Rheumatology.2024;63(7):1790-802

AcBeveic pe avemapkn avranokpwon otov 1° TNFi €xouv
AUENUEVEC TIOAVOTNTEC VA ATTOTUXOUV Kol 0€ AAAO
BLoAoyLko.

Xie Y. et al. Clin Exp Dermatol.2022;47(9):1627-35

MeAETeg: Selxvouv KOAN KoLl TTOPOTETAMEVN
amoteAsopatikotnTa Twv: I1L-23i, IL-17A/Fi, Ixekizumab,
JAKi oe TNF-experienced aoBeveig.

KEEPSAKE1 and 2, BE COMPLETE, SPIRIT-P1, -P2, OPAL Beyond
VALORE database network: 30.700 aoBeveic pe W kat WA

Ot acBeveic unmo TNFi aAAalouv Bepameia ypnyopotepa Kal
OUXVOTEPQ OE OXEON ME EKElvOUC UTIO ILi.

IL-23i < IL-12/23i < IL-17i (4.9%, 8.7% Ka 9.4%)

Spini A. et al. Expert opinion on biological therapy vol. 24,5 (2024): 399-409.
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* EULAR 2023

 Eav évac aoBevic pe Ppwplaotkny apBpitida dev avramokpivetal emopkwe UeE PLOAOYLKO
DMARD (bDMARD) 1} évav avaotoAéa JAK (JAKi), Ba mpemel va eéstaotel n aAlayr os Evav
aAo bDMARD 1 JAKi — okopn kot evtog tng iblag katnyoplac — HE TNV €mAoyn va
kaBodnyeital amnod tnv achaleLa, TIC cUVVOONPOTNTEC KoL TN dtaBeoipuotnta.

* GRAPPA

* Aev bivel cvotaon.

Av Katavonooupe KaAUutepa touc Aoyouc tou oL TNF-experienced acBeveic eival Alyotepo
rmOavo va METUYOUV TOUC BeparmeuTikoUg 0TOXOUG, lowe pmopoUoe va CUUPBAAEL oTNV
avaBswpnon tn¢ B€onc twv veotepwv b/ts-DMARDs otov Beparmeutikd alyoplOpo tng WA.



>uvouaopoc b-DMARDs cs-DMARDs

* AVTIKPOUOMEVO QIIOTEAECUATO Yl TO EemupooBeto odeloc twv cs-DMARDs «kal
eldkotepa tng MTX og aoBeveic pe mepldepikn apBpitda.

* Kavéva odeloc: otnv mepimtwon tng aéovikAS MpooPoAnc.

e Juvbuaopoc MTX pe TNFi: mapopoL AITOTEAECLATIKOTNTA UE TNV povoBeparneia.
* Odeloc: avénon emBlwong oe PEPLKEC LEAETEC.

o EAAUA Sedopéva e dapuaka pe AAAO punxaviopo dpaonc.

 EULAR: ocuvbuaopd b-DMARD pe to mponyoupeva cuvtayoypadoupevo cs-DMARD,
ov Kot epOoov NTav KA aveKTo, eLdKOoTEpa av xpnotpornotnOsi TNFi.



Methods

Response/effectiveness

Drug survival/retention

Mease PJ et al. 2019

Phase Ill, 851 patients

p. os placebo+5C etanercept
p. os MTX + SC placebo
p. 05 MTX + 5C etanercept

None in combo

Lindstrom U et al. 2021
EuraSpA

Observational, 15332 patients

TNFi monotherapy vs
TNFi +cs-DMARDs

Better rates in combo for
Adalimumab and Infliximab,
but not for etanercept

Better in combo, especially for
infliximab

Fagerli KM et al. 2014
NOR-DMARD

440 patients

TNFi monotherapy vs
TNFi + MTX

Similar

Better 1-year TNFi survival,
especially for infliximah in
combo

Behrens F et al. 2019

Observational, 1424 patients

ADA + MTX vs ADA that
stopped MTX

Similar, six months after

Behrens F et al. 2014 Literature search of RCTs and TNFi monotherapy vs MTX Similar Better in combo for mAb TNFi
observational studies combo in European registries, none in
Canadian registry
Combe B et al. 2021 RCT 455 patients Ixekizumab + MTX vs Similar

Ixekizumab monotherapy

Smolen J et al. 2020 RCT 566 patients Ixekizumab +MTX Similar in all domains despite

SPIRIT H2H Ixekizumab monotherapy the MTX in Ixekizumab arm
ADA + MTX Better in ADA + MTX arm than
ADA monotherapy ADA monotherapy

Kirkham B et al. 2018 Pooled analysis of 4 RCTs Secukinumab + MTX Similar

Secukinumab monotherapy

Mc Innes IB et al. 2013 Phase lll, 615 patients Ustekinumab 45mg Better in Ustekinumab arms
PSUMMIT Ustekinumab 90mg with or without MTX
Placebo
With or without MTX
Nash P et al. 2021 Polled analysis of SELECT trials, | Placebo Similar in UPA arms with or
1916 paﬁentﬂ UPA 15mg/d without cs-DMARDs
UPA 30mg/d

With or without cs-DMARDs




Dual Targeted Therapy - DTT

MoAukevtpikn, avadpoptkn LeAETN (36 aoBeveig, 39 Bepamneieg DTT) pe
avBektiki Az | WA, péong dtapketag 15uRveg

YuvnBeotepol cuvbuaopoti: TNFi + IL-12/23i, TNFi + IL-17i

Awakortr) yYAUKokopTLkoebwv: >50%

Mapapovn otn Bepaneia: 69,4%

4 ooBapéc avemBuunteg evépyeleg (o€ 3 aobeveic) - Slakomn

DTT: xpriolun emAoyn o avBeKTIKEC tepumtwoelc WA/AY

Zntpoto aodpAAELOG/ATMOTEAECUATIKOTNTOC. ATIOULTELTOL TIPOCEKTIKN ETLAOYI KOl
mapakoAouOnon

Valero-Martinez et al., Front Immunol. 2023

NCT05071664 Johnson & Johnson:

daon 2a, TOAUKEVTPLKN, TUXOLOTIOLNEVN, SUTAA TUDAN HEAETN

91 aoBeveic pue avBektiky WA

Guselkumab + Golimumab vs Guselkumab + placebo

MDA (24 Béouadec), ACR50, PASI-90 / PASI-100, sevOsoitida, SaktuAitida,
HAQ-DI, SF-36

Mpwtn peAetn: ouvduaopo IL-23 + TNF avaotoAng otnv WA
OAokANpwONnKe, ekkpeUeL N dnuooieuon dedopevwy.

ClinicalTrials.gov NCT05071664, Janssen R&D

Inefficacy

Remission/low activity

Major clinical improvement

SpA mPsA

58,3%

69,4%

Remtolumab:

TNFi + IL-17Ai vs Adalimumab
Aev anédelée oadr) umepoyr) Evavtl Tou
adalimumab otic 12 eBéopadec

Awokormn
Mease PJ et al., Ann Rheum Dis. 2018




Emerging therapies

Table 3 Molecules in development for psoriatic arthritis

Drug class Name Target Phase CT number/status

bDMARDs Izokibep IL-17A inhibitor I NCTO05623345/terminated
Sonelokimab L-17A & IL-17F inhibitor I NCT05640245/completed
Vunakizumab IL-17A inhibitor I NCTO05055934/completed
Neihulizumab PSLG-1 inhibitor I NCT02267642/completed
Netakimab IL-17A inhibitor I NCTO03598751/unknown
Brodalumab IL-17 receptor inhibitor I NCT02024646/completed*
Tildrakizumab IL-23 p19 inhibitor I NCT04314544/recruiting

tsDMARDs Brepocitinib JAK] inhibitor, TYK2 inhibitor I NCT03963401/completed*
VTX958 TYK?2 inhibitor I NCTO05715125/terminated
NDI-034858 TYK?2 inhibitor I NCT05153148/completed*®
Zunsemetinib MAP-kinase-activated kinase inhibitor I NCTO05511519/terminated
Filgotinib JAK] inhibitor I NCT04115748/terminated™
Ivarmacitinib JAK]1 inhibitor, STAT?3 inhibitor I NCT04957550/unknown status
Deucravacitinib TYK?2 inibitor 11} NCT04908202/active, not recruiting

IL, interleukin; JAK]1, Janus kinase 1; MAP kinase, mitogen-activated protein kinase; PSLG-1, P-selectin glycoprotein ligand 1; STAT3, signal
transducer and activator of transcription 3; TYK2, tyrosine kinase 2

* With results



latpeto WN 'NA KAT

1 PeupatoAoyog kat 1 AgppatoAoyog, kaBes Neumntn and 01/2022-05/2025 €xouv eéetaotel 301 aoBeveig

7,3% eixe kamowa AAAn dtayvwon
31,2%: WA kal 68,8%: Wwpiaon

21,6% twv acBevwyv pe yvwotn Pwpiloon avepepav LUOCKEAETIKA AAyn Kat Stayvwotnke WA

7,9%: mapeveépyelao ohELNOUEVN OTNV CUOTNMATIKN Beparmeia

Oepancia (%)

5,00 Zuvvoonpotnteg kot E€wokehetikeg EkONAwoELS (%) MOvo Tomukr Bepameia  EE—— 17,6
40,00 JUVOUQOUOG CUCTNUOTIKWY I —— ) 3 D
3500 JUVSUOOUOG (CUOTNHOTIKA KAL TOTIKY) I O
’ Juotnpatikl MovoBeparmeio I — e S, 3
30,00 Torukn Bepaneia (cUvolo) NS /4 85
25,00 CsA mmmmm 33
MTX e 19,26
20,00 JAK wm 3,1
15,00 Apremilast IE—————— )
Guselkumab mm 35
10,00
Bimekizumab m—— 8 4
5,00 I I I I Risankizumab mm 35
0,00 . - - I Ixekizumab m——m 62
Secukinumab mEET——— 16 7
‘\9/ ‘00&& OQ‘F& gv& V* \é& ‘(‘\2{0\0 @Q‘Q}\&(\ \\\&3’0 $@0 6@(-00 3’0 Ustekinumab mmm 84
&&‘ Q&@o \@9 \Q’& (00@{' v&@’ @‘%% TNFi ee—— )8 )
» &
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